Presentation of coefficient of variation for bioequivalence sample-size calculation .
The current study aimed to further contribute information on intrasubject coefficient of variation (CV) from 43 bioequivalence studies conducted by our center. Consistent with Yuen et al. (2001), current work also attempted to evaluate the effect of different parameters (AUC<sub>0-t</sub>, AUC<sub>0-∞</sub>, and C<sub>max</sub>) used in the estimation of the study power. Furthermore, we have estimated the number of subjects required for each study by looking at the values of intrasubject CV of AUC<sub>0-∞</sub> and have also taken into consideration the minimum sample-size requirement set by the US FDA. A total of 37 immediate-release and 6 extended-release formulations from 28 different active pharmaceutical ingredients (APIs) were evaluated. Out of the total number of studies conducted, 10 studies did not achieve satisfactory statistical power on two or more parameters; 4 studies consistently scored poorly across all three parameters. In general, intrasubject CV values calculated from C<sub>max</sub> were more variable compared to either AUC<sub>0-t</sub> and AUC<sub>0-∞</sub>. 20 out of 43 studies did not achieve more than 80% power when the value was calculated from C<sub>max</sub> value, compared to only 11 (AUC<sub>0-∞</sub>) and 8 (AUC<sub>0-t</sub>) studies. This finding is consistent with Steinijans et al. (1995) [<xref-ref>2</xref-ref>] and Yuen et al. (2001) [<xref-ref>3</xref-ref>]. In conclusion, the CV values obtained from AUC<sub>0-t</sub> and AUC<sub>0-∞</sub> were similar, while those derived from C<sub>max</sub> were consistently more variable. Hence, CV derived from AUC instead of C<sub>max</sub> should be used in sample-size calculation to achieve a sufficient, yet practical, test power. .